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Cover: Poly(ADP-ribose) (PAR) synthesis is an immediate response to DNA damage. This cover symbolically illustrates some of the actors involved in
the results described in the paper entitled ‘PARG is recruited to DNA damage sites through poly(ADP-ribose)- and PCNA-dependent mechanisms’ in
the current issue of NAR. Poly(ADP-ribose) polymerase-1 (PARP-1) uses NAD+ to synthesize PAR at DNA-damaged sites. PAR is a branched
molecule made of up to 200 residues of ADP-ribose (background of the illustration shows PAR seen by electron microscopy). A unique enzyme,
poly(ADP-ribose) glycohydrolase (PARG) is responsible for the fast PAR degradation via its exo/endo-nucleolytic activities producing a large amount
of free ADP-ribose (ADP-ribose is seen in the upper right corner). PARG mutated in its catalytic domain fails to degrade PAR. PARG is found in all
organisms where at least one PARP is found. Here is shown a multiple alignment of part of the N-terminal domain of some mammalian PARG
sequences to feature the newly identiﬁed PCNA-interacting motif (PIP domain, highlighted in red). PARG interacts with PCNA (3D structure, PDB
3K4X) and colocalizes with PCNA in S-phase. As many proteins involved in DNA damage response, PARG is recruited to DNA damages introduced
by UV–laser micro-irradiation. This recruitment depends on PAR and PCNA binding.
For further information, please see the article by Mortusewicz et al., Nucleic Acids Res., 39, 5045–5056.